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tHvast »uh|«!t8 wMi iiUdirrt <»tMWf fiui^^ 
Campos, J. -P. CuastaH»i Wes/am Ganaw/ 
Kingdomi Dana f&b6r, Boston, MAt Centn Leon Bamni, L vn, 
BacKsnraid: A pilot, open-labo*, multlcenter, muWnrtti^ rwidomlxwd 
parallel group. compoBtjyjrttidy wm ^ 
women with advanced EfVPgR + breaat cz^^V^ 
visceral lesion (liver or lung) maaawaWe '^ECJ- 
Subiects had prDgressed during prior antlostronn i 
months sf nee adjuvant antiestrogen treatment Sugn 
1 : 1 to either axemeatane (E) <25 mg po w or afWr 
prior treatment vrflh * chemotherapy WTJ '^*22!lI?lSS^SS^f«2^^ 
permitted. ECOQ performance strtu* of 0 - S, Prinwy to JSgVa^^fMST 
v^5 bWectlve respwvaa rate in visceral disease usingjf jodlfled RKIST 
GiUdei^a. StabWdisaasa required documentation jwa^- ^WMIa. Sfamd- 
1^ end^wlnts Included toierrtillty (at>sencfi of NCI CTO HgjZ - 4 
Tf P. andsurvival. tayltb The last patient WM op'OjW 20I>«j2002. M 
wSinte remained on studv drug as i3 lNov2003. DatJ. 
table. There are no significant diffarencaa In efflcafjjfc^ Between the tyw 
agents. Grade 3 + 4^lcitles of Interest lootc^d 9»mH4ij"»0M arma and 
Include hotf lashes in 2 (E) ^^Iff^S^ SlS^^SS^lSS. 2?!SPJ^ 
in 2 (E> and 1 (A). Conelifionat On the baala of tlib akud*, alnw 40% wthe 
patients hBd a response or rtablo diteasa tor tt leart 6 jW^ 
InhlbitoraflnBctlvftsrs appear to be a suteWe choice of ttjwapy for 
with visceral metastatic disease from breast cancer foirWHng antlestfOflan 
tharapy. The toxicity pr olile ol E and Aware similar over tlya dii 
study treatment. 
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mtiMi. p. CBrtkif. £ ©rto, D. G{anna(em, G, FBrmt% P. PBpaJdo, A. 
t^iggSt^Mfteila, £. 7too/4 f. COptetf/; ftena 
tttstttuie, Rwn0» Italy 

BmfmmA New Als have been developed In controlted cMnlcal trials 
tamoxifen fallura In MBC. A meta^nalwls of lha ttjrea FDA/E 
approved Ala revealed that they conferred » significant sunrh«l^, 
Xi compared with mag«tool(M> (M^h 
porlCrmed a comprehenshw review (Simea, Stat Mad inci 
phaBe-IH trials with new Ate (2^ gpneralkm - fftrmeatane, fadroiole^ 
rd ganeratlon - letro»le. anaitmole. woroaola, e»martane)w««d 
^ FDA-€MEA as 2^ilna ET for MBC pta between 1996 and 
MethedetPubtished or presented triab twd to nwt the followfng 
phase-ill studies evaiuatlng Als as 2»<^-line ET In MBC. No (Aiasa-il 
were ^ared. letters/edHorials. conparatlve triais of S'^-genaratt 
3<^-generation Als or g^ as adJuvant/neoad|uvant ET were m'z 
Overall response rate (ORR) and tkne to progression OTP) wer': 
end-points$ survival was exchtded because of lack of data. For this an' 
ratios (HR and RR) and 95% confidence intervals (CI) were _ 
RataNat Fourteen trials were eligibte (6832 pta). No signiflcam diff 
ware seen in the whole group of 9 trials comparing Als vs M (39,^ 
ORR-RR 1.07, 95% CI 0,88-1 .30^ TTP-HR 1.00, 95% CI 0.89-1.1 
the 6 trtals including non-steroidal Ala vs M (2415 pta, ORR-RR 

__JJU— — 96% CI 034-1.461 TTP-HR 0.95, 95% CI 0,85-1.07), In the 3 

BiMnm^tnM fMMnii^a^ . oomDretiending steroidal Als vs U <1493 pts, ORR-RR 1.08. TO. 

^p?eaj^ WiSSii 0.61-1.94, TTP-HR l^, 95% Cl 0.61-1.94), m a trials comparl, 

91H 96% ganerallon Ab (letrozoie and vorozole) vs !•» and 2 ganeratlc 

(emlnlglutittilmlde and fadrazote) (1073 pts, ORR-RR 1.50, 9 
QM-SjB^ TTP-HR' 1.18, 95% CI 0.66^.13). and finally In 
studies eomparing the new Al enasirozole vs the starotdal antl 
fulvestrant (851 pts, ORR-HR 0.86, 96% CI 0.14-1.79; TTP-HR- 
95% Cl 0^7-9.01). CsttdttslonBs When all subgroups were analy_ 
ORR and TTP, no significant differences were found. Ats In 2"<^-llns 
MBG pis did not seem to add any slgnineant benefit to atandard.com- 
ann in terms of ORR and TTP. 
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A Hrtrtg-centie pitata tl trial el pegylatad llposoieai ridjd pliteta madi 
zunab In HE»'2 over-expfoss)ng metariaflo bieast ««ii«af i M8C9* SJSJi 

M. Ciamons, L A Martin, A. Rodgets, K, GefnmU. Ps^h A 

Columbia Cancar Agancy, Vancouver, 8C, Canaaaj n ronto Sunnwrook 
Reghnai Cancer Centre, Toronto, ON, ConadBf BrW^ Coiumbla Cancar 
Agency, Surrey, BC, Canada; Schering Canada, Mt^treaf, Pd Canada^ 
Jewish General Hospital, MmtfeaKPQ, Canada \ 
gackgroumh Although combination Hherapy with conWMjtlonal doxorubicin 
and trastuzumab tH> improves clinical outcome In H^-2 + MBC. a 27% 
ganjiac dysfunction rate prevents dlnlcat use of thl| icornblnatton. In a. 
large phase 111 trial In MBC, pegylated liposomal dwonjtjlcln (PLDiCeslj^^ 
was equally efficacious as conventional doxorubicin, bii t with tignlficanthf 
less cardiotoxiclty. As wen, the combination ^ PLO anil H are synerglstlQlh; 
multiple breast cancer cell llnea. >/Vltti ItiJs rationale performed a phase: 
II trial of the combination of PU> and H as 1** Una vlfarapy In HER.2 + 
MBC. with cardiac safety as the primary end-point. Mil lodte Patienta wtth; 
mfiasuraWe HER-2 + (iHC3+ or FISH positive) MBC ^ -e treated with PLf: 
at 50 mg/m"^ every 4 weeks and H at a 4 mg/lcg loadingtH en 2 mgAfg weakly.. 
Left ventrtoulsr ejection fraction (LVEF) was assessed MUGAat baselim: 
and after evaiy 2"** cycle. Prior adjuvant anthrB<^lln^ exposure was^ 
allowed. Cardiac toxicJty was defined as either a\Mf decline ^ 15% 
regardless of absolute value; decline 10% with abson te LVEF < 45%; or 
symptomatic congestive heart failure (CHF). RasaMN 30 potients were 
enroiied from Aug 01 - Sept 03 from 4 Canadian cenw ». Tlw median w 
was 59 years (31-75 years). 83% of the patients hadtiv Iscml metastases,; 
64% had ER+ tumours and 41% had received prl<ir adjuvant anthmcy- 
cllnes. A median of 6 cycles of PLD has been deliVBr^id so far (range 1-9).: 
The mean LVEF at baseline, following cycles 2 and A^ri&re 63%, 69% end 
60% respecth«ly. A total of 3 patients expeHerkffd protoool-deflned 
caidlotoxiclty. Mo patient experienced symptomMIc <» F. 27% of patients 
experienced grade 3 (^Unar^pfentar'erythrodysesthasia. The response rate 
(RR)forthe evaluablecohort (n-29) was66%. Within the 17 patients with 
no prior bnthrecycil ne expoaire the RR was 65%. Met^l^n TTP and 08 have 
not yet t>efin reached. CooclaslotiS) TT)e combination 6f PLD and H » an 
active combination as I" Una therapy In HER-2 over-4W?resslng M8C, with 
limited candiot^tcKy. This promising combination warrants further evalua- 
tion in the treatment of HER-2 over-expressing breast dancer. 
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BHSet el tandaoi Mgb^osa olismollisrapy (HBC) on leng4aM ' 
mitirioiis Vam bi nsiasWIo bieast oeDoer (MBO. ooaicnred to : 
tlMni dsse CCDO) in paHaMs (pts) artie were not sstesled or tbe 
raspensstoprtofCiMabiraiesBttSQfthsIBOIS^ IP^SimLS.Le, 
VerrHK V, Quiltem, A, Eframldia, J. Qarda-Conde Bru, ft. Welch, A. 
A Uonard, X Basaigaf St^ Vincent's Untvershy H<^„ Dublin 4, 
CHUV, Lauaanw, SvHtmland; Nwcaatle General, Newcastle, 
Hlngdotrtf Dmn y Beynala, Barceiona, Spain; $t, Savas^ Athens, 
aitfk^o UMversftaHo, Valencia, Spalm Otrhtle Hasp,, Manchester,: 
fdngdontf tnstnuto CataJana de Oncolagta, Barcelona, Spain; 
Oenerat Hospltait Edinburgh, United Kmgdomf Vail d'Hebron, Ba. 
Spahy 

baolnmindi In single arm studies, HOC (usually .sjngle-eycte) \ 
toffeft support appeared to produce an unusually high percentage : 
InMBC, an obsarvatlon whlcH was not confirmed in prospsctlw rami 
trials (Wrn. We have pravtousty reported the results of the - 
mandated Interhn three^year analysis oflBDISlra, ^^[Ji^J^jt^^^ 
(po8t^Bezwoda)PRT of HOC versus CDC In MBC (ASOO 2003). . 
relSively small numbers (llOpts). the primary protocol endwrfnt 
free sunrivsl (EFS I.e. alive wimout relapse>-was statiaftJcally sism 
superior fbr H DC pts. We now present updated results. Mettiods*. PR 
without prior COCtor MBC. doC (mg^^): doxorubicin 50/ dr^ 
(AT) X 4 fbUowed by cyclophosphamide / methotrexate/WU; ve 
S(AT followed fay tandem a utoff^ft-supported NDC^ (#1-1 
mWel2,0O0Asarboplatln AUClB/etoposlde ^00; <p:-cyctoph ^ 
6000/thiotepa 800). The median f hj, ywr WU wUI colnc de wl 
2004, however, as median EF8 wl 1 stlMbe statistical y slgnl 
superior in 6/2()04 even If all remaining HOC CR relapse ImmedTL 
was decided to analyze the data now, at 55 months of FAJ. Resulte 
Intention to breat. The sbjdy remains slatistkJally algnlflcantfy poa 
median foUow-up of 55 months (range 76^30) The mejton EFS wl 
416 and CDC 312 dawi (EFS: P-0517 k(g-rank. RR 0.62). 
free sunrfvats weres HDC 439. CDC 322 dm CRR'-a57: o«.^) 
were 5 trsatment<elated deaths on'HDC, and 2 CDC. Six of56. 
are still elhfs and raiapse (74, 62, 66, 56, 55, 54 months), 
CDC patient (49 months). Nineteen HOC pts are aliyB, versus^ 
(medKn suiviYalt 961v 804 dw, RR-p.68i p-aOB) dwurtw^^^^ 
rasuRs do not luetlfy routine H DC, but, j^n me failure of other tr& 
to produce a meaningful rata of LT(3R In fljb "Incuiable can 
mandate further study of this approach. tSDtS II will soon be 
accrual. 
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